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 SARS-CoV-2, a novel coronavirus reached pandemic status by the World Health 
Organization in the spring of 2020. As a novel virus, analysis of the early literature on the 
clinical manifestations of SARS-CoV-2 is imperative to help guide clinical practice and inform 
future research. Early studies about the clinical manifestation of the virus showed a proportion of 
hospitalized patients developing renal abnormalities and AKI. This paper analyzed literature 
through searching the PubMed database to assess whether renal abnormalities and AKI were 
present in hospitalized SARS-CoV-2 patients, how the renal abnormalities manifested 
themselves in patients, and the associated treatment and prognosis of those patient who 
developed renal abnormalities.  
It was found that presence of comorbidities, advancing age, and severity of illness all 
correlated with development of AKI. The literature showed the pooled incidence of AKI in 
hospitalized patients to be from 0-36.6% and the presence of hematuria, proteinuria, elevated 
BUN, and elevated serum creatinine was frequently reported. Continuous renal replacement 
therapy is the mainstay of treatment for AKI and there is no research published on treatments for 
AKI specific to SARS-CoV-2. Renal abnormalities and AKI were shown to be linked with a 
higher mortality rate and increased the risk of in-hospital death by 3.07 to 5.3-fold. These 
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findings indicate the need for more research on how to monitor for early renal dysfunction and 
what the best timing and treatment interventions are to try to help mitigate the high risk of 
mortality associated with hospitalized SARS-CoV-2 patients with renal complications.  
 
Introduction 
 In December of 2019, a series of pneumonia cases in Wuhan, China sparked an 
investigation into the etiology of these unidentified cases. The etiology was found to be a 
coronavirus linked to a seafood market in Wuhan, China. This novel coronavirus was labeled 
formally as COVID-19 or SARS-CoV-2.1 The virus is transmitted easily via respiratory droplets 
when someone sneezes or coughs and possibly through touching hard surfaces.2 Cases began to 
rise at an increasing rate and spread across China and the world. As cases spread and the reach of 
the virus started to be known, in the spring of 2020 the World Health Organization labeled the 
spread of SARS-CoV-2 a global pandemic and a global public health emergency.1 To date there 
have been 21.3 million confirmed cases and 767,422 deaths of SARS-CoV-2 worldwide.3 Since 
SARS-CoV-2 was an outbreak of a novel coronavirus, there was no clinical data present from 
which to risk stratify patients and guide clinical practice.  
 Clinical manifestations and severity of illness from SARS-CoV-2 vary from 
asymptomatic to critically ill. The most commonly reported symptom according to a study of 
symptom data from 373,000 patients with confirmed SARS-CoV-2 was cough, reported in 50% 
of people. Fever was reported in 43%, myalgia reported in 36%, and headache reported in 34% 
of patients included in the study. Other symptoms reported in a lesser proportion include dyspnea 
(29%), sore throat (20%), diarrhea (19%), nausea and vomiting (12%), loss of smell or taste 
(<10%), abdominal pain (<10%) and rhinorrhea (<10%).4  
 Based upon previous evidence from the Severe Acute Respiratory Syndrome (SARS) 
outbreak in 2003 and Middle East Respiratory Syndrome (MERS) virus outbreak in 2012, it was 
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known that coronaviruses infect the host through binding to angiotensin-converting enzyme 2 
(ACE-2) receptors in human cells. Studies have shown evidence that point to the novel 
coronavirus, SARS-CoV-2, likely using that same ACE-2 receptor as the SARS virus to infect 
humans. ACE-2 receptors are found in the lungs and that is one of the main ways that SARS-
CoV-2 illness manifests itself. There are also ACE-2 receptors on the kidneys, mouth, tongue, 
heart, and intestines. Reports of acute kidney injury, cardiac injury, and gastrointestinal upset in 
infected patients seem to point to SARS-CoV-2 manifesting itself in those organs, potentially 
through their ACE-2 receptors. Whether the virus directly or indirectly causes those sequelae is 
not yet clarified.5   
The ACE-2 receptor theory paired with early reports of renal dysfunction in hospitalized 
patients with SARS-CoV-2 sparked the thought that SARS-CoV-2 may also be affecting the 
kidneys.6 These kidney abnormalities and acute kidney injury (AKI) were also reported in an 
early study to be a risk factor for mortality.6 As SARS-CoV-2 spreads it is crucial to gain a 
greater understanding for how the virus manifests itself in humans so that clinicians can provide 
the best, evidence-based care for their patients. For this reason, it is important to answer the 
question of: Are SARS-CoV-2 hospitalized patients at risk for AKI and does presence of AKI in 
SARS-CoV-2 patients increase the risk of mortality compared to SARS-CoV-2 patients without 
AKI? 
 In the literature cited in this paper, acute kidney injury is defined using Kidney Disease 
Improving Global Outcomes (KDIGO) standards.  AKI is defined in the KDIGO guidelines as, 
any of the following: increase in serum creatinine (SCr) by ≥ 0.3mg/dl within 48 hours or 
increase in SCr to ≥ 1.5 times baseline, which is known to or presumed to have occurred within 
the prior 7 days, or urine volume <0.5 L/ /  f  6 . 7 Kidney abnormalities imply any 
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kidney marker out of the normal range including, hematuria, proteinuria, elevated blood urea 
nitrogen (BUN), and elevated serum creatinine among others.  
 This paper will analyze the current data on kidney abnormalities and AKI in SARS-CoV-
2 hospitalized patients. This analysis will help to determine what populations of patients are 
developing kidney abnormalities and AKI, how kidney abnormalities and AKI are manifesting 
themselves in patients, examine the current treatment approaches, and provide insight into the 
prognosis of hospitalized patients with kidney abnormalities and AKI. From the literature review 
a discussion will synthesize the literature in regards to the research question and point to 





Populations of Patients with Kidney Dysfunction During SARS-CoV-2 Hospitalization 
 The first step to understanding how SARS-CoV-2 affects hospitalized patients is to look 
at what kind of patients are developing kidney dysfunction. A study by Cheng et al.6 of 701 
SARS-CoV-2 hospitalized patients showed that when patients were divided into two groups, one 
with elevated baseline serum creatinine levels upon admission (n=101) and the other with normal 
baseline creatinine levels (n=600), the group with elevated baseline creatinine levels upon 
admission developed AKI more frequently than the group of patients that had normal baseline 
creatinine levels upon admission, the percentages being 11.9% and 4% respectively, p-
value=0.001. The patients who presented with elevated baseline serum creatinine levels were 
more likely to be male (72.3% versus 49%, p-value <0.001), have an increased age (p-value 
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<0.001), more severe illness upon presentation (52.5% versus 40.7%, p-value=0.026), have at 
least one comorbidity (60% versus 39.6%, p-value <0.001), chronic kidney disease (9% versus 
0.8%, p-value <0.001), and hypertension (48% versus 30.9%, p-value=0.001).6 The presence of 
these factors made patients more likely to be in the group with elevated baseline creatinine 
levels. These patients in the group with elevated creatinine levels show what types of patients 
were more likely to develop AKI. Since 6 in 10 adult American patients report having at least 
one comorbidity,8 this study points to the risk in the American population for large numbers of 
patients to fall into the group of patients that have elevated baseline serum creatinine levels and 
potentially be at risk for developing AKI.  
These results are echoed by the results of this retrospective preprint study by Shi et al.9 
that analyzed the data of 101 SARS-CoV-2 non-survivors. The authors found that 79.2% of 
patients had at least one comorbidity, 58.4% had hypertension, 22.8% had cardiovascular 
disease, and 20.8% of the non-survivor patients had diabetes. Nearly one quarter of the patients, 
all non-survivors, had AKI. It is reasonable to conclude that it is likely that the non-survivors 
with AKI had at least one comorbidity present since 79.2% of the patients had at least one 
comorbidity. This study cannot, however, provide any insight about the presence of 
comorbidities for hospitalized patients with AKI or without AKI that did survive.9 To fully 
understand what populations develop AKI, it must be understood what the population of people 
with AKI that do survive is made up of. The results from Shi et al.9 echoed the results of Cheng 
et al.6 that the presence of comorbidities are an important risk factor in predicting AKI and poor 
outcomes as well, though the results from Shi et al.9 could not comment on age or severity of 
illness trends due to not comparing results to the group that survived.  
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While one drawback of the research from Shi et al.9 was that there was no comparison to 
patients that survived, this retrospective cohort study by Zhou et al.10 compared hospital data and 
outcomes from 191 SARS-CoV-2 confirmed patients from two hospitals from the beginning of 
the pandemic to January 31st in Wuhan, China. The authors compared the data from the group 
that died compared to the group that had been discharged. Their study results showed that of the 
52 non-survivors, the likelihood of having at least one comorbidity was 67% compared to the 
survivor group (n=137) at 40%, p-value=0.0010. Comorbidities that were present at significantly 
higher rates in the non-survivor group compared to the survivor group included hypertension 
48% versus 23% p-value=0.0008, diabetes 31% versus 14% p-value=0.0051, coronary heart 
disease 24% versus 1% p-value <0.0001, chronic obstructive lung disease 7% versus 1% p-
value=0.047, and chronic kidney disease 4% versus 0 p-value=0.024. The high rates of 
comorbidities in the non-survivor group of patients is important to note because 50% of the 
patients in the non-survivors group had AKI while only 1% of patients in the surviving group 
had AKI.10 It is likely, because of this, that non-survivors had AKI and a comorbidity. The study 
also reported that patients with a higher Sequential Organ Failure Assessment score (SOFA) 
correlated with poorer outcomes or higher risk of death. Since the SOFA score calculates the 
levels of organ dysfunction, the presence of comorbidities in significant numbers of hospitalized 
patients put patients at higher risk for higher SOFA scores.10 A higher SOFA score is thus a risk 
factor for AKI because higher SOFA scores correlates with a higher risk of death which also 
correlates with the presence of AKI. 
In summary of this study, the presence of AKI in a patient was highly correlated with not 
surviving and the patients that were much more likely to be in the non-survivor group were 
patients with comorbidities.10 This would make a clinician be able to make the connection that 
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the presence of comorbidities in patients make the presence of AKI more likely.  While Cheng et 
a . 6 research compared data between groups that were divided by elevated versus normal 
baseline serum creatinine levels, the elevated creatinine level group and the non-survivor group 
 Z  e  a 10 research shared similar characteristics of being more likely to have AKI, have 
comorbidities and be an older age. This makes sense because the elevated creatinine level group 
was more likely to have in-hospital death than the normal serum creatinine level group. Thus, 
those with advanced age and comorbidities are the people that are more likely to have AKI. 
Another characteristic of what the population of people who develop AKI may have was 
shown by a retrospective study by Hirsch et al.11 of 5,449 patients in 13 New York City area 
hospitals from March 1 to April 5. The authors found that AKI developed most commonly in 
those patients with respiratory failure. Of patients on ventilators, 89.7% of patients developed 
AKI. Conversely, only 21.7% of patients developed AKI who were not on ventilators. 52.2% of 
patients developed AKI within 24 hours of being put on a ventilator. This study found the risk 
factors for developing AKI to be older age, those with diabetes or cardiovascular disease, black 
race, hypertension, vasopressor use, and need of ventilator. In conclusion the study showed that 
multiple risk factors may help to predict the likelihood of AKI development and that the 
development of AKI correlates with need for ventilator respiratory support.11 Hirsch et al. 
emphasized the correlation between ventilator support and AKI,11 which Cheng et al.6, Zhou et 
al.10, and Shi et al.9 did not do, but the risk factors of older age, diabetes, cardiovascular disease, 
and hypertension were found by the previous three studies which was also found by Hirsch et 
al.11 in New York City. This data from New York City is easier to extrapolate to other urban 
populations in the United States than the data from China due to the rates of comorbid conditions 
and epidemiological makeup varying so much from country to country. This data from New 
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York City supports what the other studies found on the risk factors for developing AKI, the 
presence of older age and comorbidities.6, 9-11 
To summarize, the literature from Cheng et al.6, Zhou et al.10, Shi et al.9, and Hirsch et 
al.11 found a variety of risk factors for developing AKI in hospitalized SARS-CoV-2 patients. 
While Cheng et al. emphasized age and severity of disease,6 Hirsch et al emphasized ventilator 
support,11 and Zhou et al emphasized SOFA scores correlating with AKI and poor outcomes.10 
All four studies, however, agreed that the presence of at least one comorbidity and advanced age 
increases the likelihood of AKI development. This was especially true for diabetes, hypertension, 
and cardiovascular disease. Clinicians should be aware of these higher risk patients early on, 
especially those of older age and those that have the presence of comorbidities, and check 
frequently for kidney dysfunction.  
 
Manifestations of Kidney Dysfunction in SARS-CoV-2 Hospitalized Patients 
 The presence of kidney function abnormalities such as elevated BUN, elevated serum 
creatinine, hematuria, and proteinuria are the main kidney abnormalities aside from AKI reported 
in the studies reporting on the manifestations of kidney abnormalities in SARS-CoV-2 patients. 
AKI is reported as a separate classification than the abnormal kidney markers and classified by 
the KDIGO definition of acute kidney injury.7   
The prospective cohort study by Cheng et al. found that of the 701 hospitalized SARS-
CoV-2 patients included in the study, 5.1% of these patients presented with or developed AKI 
over the course of hospitalization. 43.9% of patients had proteinuria, 26.7% had hematuria, 
14.4% of patients had elevated serum creatinine, 13.1% of patients had a glomerular filtration 
rate (GFR) of less than 60 (normal ≥60), and 13.1% had an elevated BUN. The authors 
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concluded that, not only was AKI present in 5% of patients, but pre-AKI kidney involvement 
was high in patients hospitalized with SARS-CoV-2.6   
These results were similar to the results in a preprinted version of a study done by Li and 
Wu et al.12 193 hospitalized SARS-CoV-2 patients were included in this retrospective 
observational study investigating the changes in the kidney function in these patients. Upon 
admission, 59% had proteinuria, 44% had hematuria, 14% had an elevated BUN, and 10% had 
an increased serum creatinine. Most of these patients did not qualify as having AKI upon 
admission and most non-severe patients with kidney abnormalities never ended up developing 
AKI. This study included a control group of hospitalized patients with other pneumonia 
unrelated to SARS-CoV-2. The results showed that the rate of AKI and abnormal renal markers 
is uniquely high in SARS-CoV-2 compared to hospitalization for other pneumonias. The study 
concluded that kidney dysfunction is present even in less severe cases of SARS-CoV-2 that do 
not progress to AKI.12 The results of the two studies6,12 are strikingly similar with similar rates of 
proteinuria, hematuria, and elevated serum creatinine reported. Both studies discussed how many 
of these patients with abnormal kidney markers did not progress to AKI and made the point that 
there is kidney involvement even before AKI manifests itself. These results, however, leads to 
the question of why so many patients develop kidney abnormalities that do not progress to AKI 
or severe illness outcomes.   
 Another study that evaluated abnormal renal markers was a retrospective study at two 
hospitals in Wuhan, China by Deng et al. that analyzed hospital lab data from 109 patients that 
died during hospitalization and 116 patients that recovered for a total of 225 patients. Serum 
creatinine levels in the group that died were significantly higher over the course of 
hospitalization than the group that recovered. This was the same trend that was seen in the serum 
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creatinine values on the admission day. The average serum creatinine on the day of admission of 
the group that died versus the group that recovered was 89 umol/L and 65 umol/L respectively 
(normal=60-110 umol/L). Twenty patients of the group that died, 18.3%, had AKI. Zero patients 
in the group that recovered had AKI.13 This evidence would point to the increased likelihood of 
more severe disease when AKI is present shown by the 18.3% of patients who died had AKI and 
no one who recovered had AKI.  
Another important takeaway from this study is the correlation between higher serum 
creatinine upon admission and the likelihood of developing AKI. Though Deng et al. found that 
higher serum creatinine upon admission was correlated with developing AKI,13 this finding still 
would concur with Cheng et al.6 and Li and Wu et al.12 that found that the pre-AKI renal 
ab a e  c  a  d  e e a ed e  c ea e f e  d d  e   AKI. This is 
because while Deng et al. found that the mildly elevated serum creatinine correlated with AKI 
development, it still often did not end up with AKI development.13 Further investigation would 
need to be done to understand when mildly abnormal renal markers correlate with likelihood of 
AKI development or when the abnormal renal markers just resolve on their own. It is likely 
related to the specific population a study is focusing on, whether it is a group of people with poor 
outcomes or a whole group of patients hospitalized and renal markers are analyzed independent 
of hospital outcome.  
The past studies have established that elevated levels of proteinuria, hematuria, BUN, and 
serum creatinine all are present in a large proportion of the hospitalized SARS-CoV-2 patient 
groups studied.6,12,13 The other main manifestation of kidney dysfunction is development of AKI. 
A prospective observational study by Yu et al. of patients, n=226, admitted to 19 hospital 
intensive care units in Wuhan, China over a 24 hour period found the percentage of patients to 
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develop AKI as 25.2% or 57 patients.14  Another prospective observational cohort study by 
Cummings et al. with 1,150 critically ill patients with SARS-CoV-2 admitted between March 2nd 
and April 1st at hospitals in New York City reported that 31% of that group developed AKI 
during their hospitalization. 87% of the patients had proteinuria.15 A study from Yang et al. 
found that 29% (n=15) of 52 critically ill patients developed AKI. This study did not include the 
650 other SARS-CoV-2 hospitalized patients.16  
These studies are analyzing critically ill patients and the rates of AKI development are 
similar. This rate of anywhere from 25.2%-31% critically ill patients developing AKI14-16 cannot, 
however, be extrapolated to the rate for all hospitalized patients. Based on the information 
presented about who is most likely to develop AKI, those of older age, presence of 
comorbidities, and severity of illness,6,9-11 it is likely that critically ill patients have an overall 
higher rate of AKI compared to hospitalized patients as a whole. The AKI rate in overall 
hospitalized patients must be analyzed separately from critically ill patients only to fully 
understand the scope of AKI in hospitalized patients.  
One study that may shed light on what the true rate of AKI in hospitalized patients as a 
whole in the United States is, is the retrospective cohort study by Hirsch et al. that gathered data 
from 5,449 SARS-CoV-2 patients from March 2 to April 1 admitted into 13 New York City 
hospitals. Acute kidney injury developed in 36.6% of patients. Of the patients that developed 
AKI, the highest proportion, 46.5% of patients, reached stage 1, 22.4% reached stage 2, and 
31.1% reached stage 3 AKI.11 The results by Hirsch et al. of 36.6% of patients developing AKI 
during hospitalization11 vary a considerable amount with the results found by Wang and Hu et 
al.17 They found the incidence of AKI to be 5% out of 138 hospitalized SARS-CoV-2 patients 
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(n=36 intensive care unit (ICU), n=102 non-ICU) in Wuhan, China.17 Zhou et al., in the 
retrospective cohort study of 191 patients, reported that 15% n=28 developed AKI.10 
While these studies are evaluating all hospitalized patients, those with critical status and 
those without, further investigation needs to be done to determine why the rates of AKI vary so 
much from study to study from 5% to 36.6%.10,11,17 One possible explanation for this when 
synthesized with the earlier data that increased age increases the likelihood for AKI,6,9-11 is that 
H c  e  a .  ed a  a e  a e a  64 ea 11 while Wang and Hu et al. reported a median 
age of 54 years for patients included in their research.17 In comparing AKI rates, it would also be 
important to compare proportion of ICU patients included, proportion of patients with comorbid 
conditions, and compare studies with similar sample sizes. Different countries may have 
different true rates of AKI in their hospitalized populations and it would be best for clinicians to 
look at the AKI rate in populations most similar to the population in the specific area in which 
they practice. 
Another example showing how varied the AKI rate is reported in hospitalized patients 
comes from Wang and Li e  a .  e ea c  f 116 a ed SARS-CoV-2 patients.18 None of 
the patients in the study developed acute kidney injury. 15.5% and 4.3% of the patients in the 
study had underlying diabetes and chronic kidney disease (CKD) respectively, which when 
combined with who often develops AKI, those with comorbidities,6,9-11 this would make one 
think that at least a small percentage of the patients in this study would have developed AKI. The 
111 patients in the study without CKD did not develop AKI over the course of their 
hospitalization and they did not develop any renal abnormalities. 12 patients in the study had 
small and insignificant increases in serum creatinine and/or BUN, but those levels returned to 
baseline within 48 hours.18  
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These findings differ significantly from the previous studies and this is the only study that 
was found with no AKI reported in the SARS-CoV-2 hospitalized patients. Of note, CKD 
patients that were not yet using intermittent dialysis to treat the CKD were excluded from the 
study. The authors hypothesized that this group may be a group that could be susceptible to the 
impacts of SARS-CoV-2 on kidney function.18 This study had a median age of 54 years which is 
lower than the studies that report higher AKI rates,10,11 which may contribute to the non-existent 
AKI rate as well. It is extraordinary that no one developed AKI in this study,18 especially when 
Hirsch et al.11 reported that 36.6% of the patients included in that study developed AKI. There 
must be something different between the New York City hospitalized population versus the 
hospitalized population in Wuhan, China, as the definitions of AKI used in both studies was the 
same, the KDIGO definition, and both were analyzing AKI rates in all hospitalized patients.11,18 
 The extent of the incidence of AKI across all SARS-CoV-2 hospitalized patients is not 
yet clear and according to both the prospective and retrospective cohort studies discussed, the 
true incidence value may range anywhere from 0-36.6%10,11,17,18. This is likely dependent on 
many factors and maybe most importantly the specific hospitalized population being studied. A 
meta-analysis of 6 retrospective and 3 prospective cohort studies would support this hypothesis. 
The meta-analysis found the pooled incidence of AKI to be 3% in hospitalized patients and 19% 
in ICU patients.19 The key to understanding the range in incidence of AKI in SARS-CoV-2 
hospitalized patients may be in separating ICU patients versus non-ICU patients and really 
understanding the epidemiological data of the patients included in the study including age, 
severity of disease, and presence of comorbidities as those have all been shown to be risk factors 
for developing AKI.6,9-11 and comparing those proportions to the epidemiological data in local 
areas. If one hospital in Wuhan, China has a different median age and fewer comorbidities than 
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an older, urban population in New York City with a higher rate of comorbidities, it would make 
sense that the AKI rates could be drastically different. Since treating AKI and severely ill 
patients utilizes large amounts of resources, understanding the epidemiological makeup of the 
population a hospital is serving is important to understand the true incidence of AKI in a 
particular geographical area. Further data is needed to find the true rate of AKI in SARS-CoV-2 
hospitalized patients, where data from ICU patients and non-ICU patients is separated and other 
factors are controlled for.   
 
Treatment of AKI in SARS-CoV-2 Hospitalized Patients 
 Treatment of patients that develop AKI is multifaceted. Mainstays of treatment that will 
be discussed here include continuous renal replacement therapy (CRRT), hemoperfusion, 
extracorporeal membrane oxygenation (ECMO), and anticoagulation. The specific types of 
CRRT discussed include CVVHD (continuous veno-venous hemodialysis) and CVVHDF 
(continuous veno-venous hemodiafiltration). While evidence is limited on outcomes of 
treatments specific to SARS-CoV-2, clinical correlations may be able to be found comparing the 
data from treatment of AKI in hospitalized patients with infections and those with SARS-CoV-2 
specifically.   
CRRT is the main treatment for AKI patients as it functions as an external kidney when 
the kidneys themselves are failing from the AKI and unable to filter the blood. CRRT reduces 
the workload on the kidneys and gives time for the kidneys to heal. The indications for starting 
CRRT in AKI patients in general counting those with SARS-CoV-2 include, oliguria with 
hypervolemia, hyperkalemia, severe acidosis, and azotemia. There is no research to suggest that 
the indications for starting CRRT in SARS-CoV-2 patients should be any different than the 
AKI in SARS-CoV-2 Patients 
 
16 
standard indications for starting CRRT in AKI patients without SARS-CoV-2.20 The methods of 
CRRT mentioned above, CVVHD and CVVHDF are both used frequently in AKI patients. 
Ronco et al., suggest from clinical experience that CRRT is preferred over intermittent 
hemodialysis in hemodynamically unstable critically ill SARS-CoV-2 patients, and specifically 
CVVHD or CVVHDF with blood flow over 150mL/min should be used.20 There is no research, 
however, to suggest either method of CRRT causes better outcomes than the other in SARS-
CoV-2 patients. Critically ill SARS-CoV-2 patients have elevated levels of cytokines in the 
blood. Though hemofiltration through CVVHDF theoretically may remove cytokines at 
increased rates than CVVHD, previous studies in non-SARS-CoV-2 patients found no difference 
in outcomes between CVVHDF and CVVHD.2 Thus with the current research, there is no 
evidence to suggest either CVVHDF or CVVHD is preferred for SARS-CoV-2 patients.  
CRRT is the mainstay of treatment for AKI in critically ill patients. The meta-analysis of 
6 retrospective and 3 prospective cohort studies discussed above analyzed the incidence of AKI 
and CRRT in SARS-CoV-2 hospitalized patients. In hospitalized patients 2% used CRRT and in 
ICU patients, 13% used CRRT.19 Reported percentages of AKI patients requiring CRRT was 3-
17%2 and 14.3%.11 The true proportion of AKI patients that require CRRT will depend on many 
factors. Since the values in the research have a large range and since CRRT requires a significant 
amount of resource management,2 it is prudent for healthcare systems to plan for how to allocate 
potentially scarce CRRT resources for large numbers of patients if the amount of AKI patients 
requiring CRRT falls on the higher end of the reported percentages. 
Utilizing ECMO in addition to CRRT has shown encouraging outcomes in critically ill 
SARS-CoV-2 patients.20 ECMO functions to take over the work of gas exchange in the blood to 
decrease the work on over stressed lungs and heart in critically ill patients with respiratory 
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failure. While published outcomes on SARS-CoV-2 patients that utilized ECMO are limited, Li 
and Guo et al.21 published results on the outcomes of eight SARS-CoV-2 patients that used 
ECMO starting during cardiopulmonary resuscitation that could not be stabilized with 
mechanical ventilation alone at a hospital in Shanghai, China. When the results were published 
four of the eight patients had died. Three of the patients that had survived at the time of 
publication were no longer using ECMO, but were still on mechanical ventilation and one patient 
had yet to be weaned off the ECMO.21 While these results cannot be extrapolated too 
significantly due to such a small sample size and not discussing the rates of concurrent CRRT, 
these e  f be  ab e  e  be e  c e   a e   ECMO a  c d  be 
stabilized on ventilators alone seems promising and should guide future research. Previous 
studies of the treatment of acute respiratory distress syndrome (ARDS) and AKI have shown 
evidence of safety and efficacy with concurrent CRRT and ECMO treatments,22 which is why 
early encouraging results of treating AKI and ARDS SARS-CoV-2 patients with CRRT and 
ECMO indicates the immediate need for further clinical trials to see if outcomes are indeed 
better with ECMO and CRRT concurrently in these critically ill patients than CRRT alone.  
While CRRT is the mainstay of treatment for AKI patients and works as an artificial 
kidney, there is also viremia present in some SARS-CoV-2 critically ill patients so the use of 
hemoperfusion devices that filter the blood through an external capsule and binds pathogens in 
the blood are also being investigated. One of the indications being studied to initiate 
hemoperfusion is when multiple organ failure is present. One hemoperfusion device specifically, 
the Seraph 100 Microbind Affinity Blood Filter (Seraph 100) from ExThera Medical, has 
evidence that it is effective at filtering out pathogens and cytokines from blood and is the only 
device that has been approved for that indication.23 The filter has small beads that imitate the 
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receptors that pathogens often bind to in human cells. When blood flows through the filter, the 
pathogens irreversibly bind to the beads and are filtered from the blood.24 In vitro virus binding 
studies from ExThera Medical have shown that the Seraph 100 has potential at filtering out 
SARS-CoV-2 and helping in treatment of patients. Historically, in vitro effectiveness has often 
translated to in vivo effectiveness with this specific filter.23 Unbiased clinical trials are needed to 
see if the claim that the Seraph 100 can help in SARS-CoV-2 treatment is true. 
These findings from the Seraph 100 when taken together may point to a promising 
method to help severe SARS-CoV-2 patients with viremia and organ failure including AKI. 
There is research being performed in SARS-CoV-2 patients in Germany, Italy, and the United 
States that is trying to determine if this filter produces superior outcomes compared to not using 
hemoperfusion.23 Early results from treatment of critically ill SARS-CoV-2 patients were 
encouraging and the FDA granted the Seraph 100 an Emergency Use Authorization (EUA) for 
the treatment of SARS-CoV-2.24 There are no published results yet, but if the studies show that 
hemoperfusion with the Seraph 100 causes better outcomes, recommendations for its use will be 
produced. It makes sense that a device like the Seraph 100 is showing promising results because 
it is trying to directly remove virus from the blood, which is the problem causing the AKI in the 
first place. Conversely, CRRT is treating the symptom of the AKI which is renal failure and 
trying to give the kidneys time to heal on their own, but not trying to help clear the virus so that 
the cascade that is leading to AKI can decelerate.  
Anticoagulation is another important aspect of therapy to consider in AKI patients that 
are being treated with CRRT. Hemofiltration (CVVHDF) can increase coagulopathy risk in 
addition to the already hypercoagulable state in these SARS-CoV-2 critically ill patients with 
high levels of cytokines. Thus, anticoagulation should be started in patients without 
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contraindications to prevent further coagulopathies.2 Klok et al. reported the risk of thrombotic 
events (pulmonary embolism, other venous thromboembolic events, and arterial thrombotic 
events) to be 31% in ICU patients and the combined adjusted risk of thrombotic events to be 
49%.25 Since this percentage is so high, and since patients receiving CRRT are likely to be in the 
ICU this means that the risk of thrombotic events in patients receiving CRRT is very high. Thus 
prophylactic anticoagulation in these patients being treated for AKI is necessary to attempt to 
prevent thrombotic complications.  
Research specific to treatments for AKI in SARS-CoV-2 patients are lacking. Further 
clinical trials are needed to determine if either CVVHD or CVVHDF result in superior outcomes 
for patients. Clinical trials should try to determine if hemoperfusion is helpful for SARS-CoV-2 
patients that have organ failure and have viremia. Clinical trials should investigate the 
indications and outcomes for concurrent CRRT and ECMO to determine the best timing and use 
of ECMO in SARS-CoV-2 patients. While clinical correlations from treatments of other 
respiratory infections in the past can help guide treatment of SARS-CoV-2 while there is yet a 
void in research specific to this virus, clinical trials are needed so treatment of SARS-CoV-2 can 
be tailored to the pathophysiology of this virus to hopefully improve the outcomes for critically 
ill patients.  
  
Prognosis of SARS-CoV-2 Patients with Kidney Dysfunction 
Previous studies have alluded to an association between AKI and risk of death, but the 
literature must be analyzed to determine what the prognosis of patients who develop AKI or 
kidney abnormalities while hospitalized with SARS-CoV-2 is. While Cheng et al. presented data 
on the population of patients with AKI and the manifestations of AKI, the conclusion of the 
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study was to point out the correlation between kidney abnormalities and the associated in 
hospital death risk.6 This was the first study to document this association. Using Kaplan Meier 
analysis, Cheng et al. found that AKI itself was a risk factor for mortality. Further investigation 
showed that elevated BUN or creatinine, presence of proteinuria or hematuria, peak serum 
creatinine over 133 umol/L, and AKI greater than or equal to stage 2 were all independent risk 
factors for in hospital death even after confounding variables were adjusted for. The study 
showed that those with stage 3 AKI had a 4.0 times higher risk of mortality than those patients 
without. The authors concluded that kidney abnormalities were risk factors for clinicians to stay 
aware of to predict patients that are at a higher risk for in-hospital death so interventions can be 
started without hesitation.6  
Li and Wu et al., as mentioned previously, studied 163 SARS-CoV-2 patients and found 
that the presence of hematuria, proteinuria, and elevated BUN or creatinine were all individually 
correlated with disease mortality. A cox regression showed that patients that developed AKI had 
a 5.3 times higher mortality rate when compared to patients that did not develop AKI. While 
having comorbidities increases one s risk of developing AKI, once one develops AKI, the risk of 
death is significantly higher, 5.3 times, than the increased risk of death with the presence a 
comorbidity alone, 1.5 times.12 Cheng et al.6 and Li and Wu et al.12 both reported an increased 
risk of mortality with the presence of hematuria, proteinuria, elevated BUN or elevated 
creatinine. This may be explained by when end organ damage starts to be present in a patient, it 
signifies how critically ill the patient is or is on the way to becoming. 
Li and Wu et al. reported a 5.3 times higher risk of mortality with AKI,12 Cheng et al. 
reported a 4.0 times higher risk of mortality with stage 3 AKI,6 and research done by another 
study, by the Korean National Health Insurance Big Data of 9,147 SARS-CoV-2 positive 
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patients, showed an odds ratio of death in AKI patients to be 3.07-fold higher.26 These three 
values vary from 3.07-5.3 fold,6,12,26 which shows that there is clearly an increased odds of 
mortality with AKI present. While the extent of the increased risk requires further investigation 
and controls to ensure the populations being compared are the same, it is clear that AKI does 
significantly increase the risk of death for SARS-CoV-2 patients, which shows how important it 
is to find these patients at risk early and know how to treat them properly.  
 A study by Yang et al. helps analyze what the increased risk of death for patients with 
AKI looks like in numbers. The study included 52 severely ill SARS-CoV-2 patients at a hospital 
in Wuhan, China. 20 of those patients in the study recovered and 3 (15%) of those patients had 
AKI during their hospital stay. Of the group of 32 that died, 12 of those patients (37.5%) had 
AKI during their hospitalization.16 This study showed the rate of AKI to be more than double in 
the group that died in the ICU than the group that recovered from the ICU. 32 patients of these 
severely ill patients (62.5%) had died at 28 days from admission.16 Based on this data, it was 
more likely if a critically ill patient developed AKI that they would die rather than survive. 
These results from Yang et al. found a higher rate of AKI in the death group16 compared 
to the research by Shi et al. where 101 non-survivor clinical characteristics were analyzed. Shi et 
al. found 23.8% of those non-survivors to have AKI.9  This is less than Yang et a  e ce a e a  
37.5%.16 The direct comparison of these two percentages is complicated by the fact that the 
populations studied were not exactly the same. Shi et al. studied the data from 101 confirmed 
deaths9 in comparison to Yang et al, where the 37.5% comes from the percentage of patients with 
AKI who died out of a cohort of 52 critically ill patients where some survived.16 These AKI rates 
of 23.8%-37.5% cannot be applied to the United States hospitalized AKI rate as a whole as it 
was looking at AKI in the proportion of people who died. These percentages only apply to what 
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the AKI rate may be in the critically ill patients who do not survive in patients in the areas 
studied.  
Yang et al.16 and Shi et al.9 looked at the percentage of people with AKI out of a group of 
patients that did not survive. This leaves out valuable information when trying to understand 
prognosis about how many people with AKI survived and were not counted in that number. 
Another way to look at the prognosis of patients with AKI is to look at the mortality rate in the 
group of patients that develop AKI. Zhou et al. did that and of those 28 patients that developed 
AKI (15% of the study participants), 27 (96%) of them died in the hospital.10 Only one of those 
patients with AKI survived. Hirsch et al reported that of those patients that developed AKI, 35% 
died, 26% recovered, and 39% were still hospitalized at the time of publication.11 Since 39% of 
the patients were still in the hospital, the rates of death in AKI patients across studies cannot be 
directly compared. The rate of death in AKI patients in Hirsch et al could be anywhere from 35% 
to 74%.11 Either way, the death rate of AKI patients in the two studies vary significantly. When 
Hirsch et al.11 a d Z  e  a . 10 results are taken together with Yang et al.16 a d S  e  a 9 
results, a clinician can make the connection that AKI may hold a predictive value for death in 
hospitalized patients, when anywhere from 29%-37.5%9,16 of patients who died, had AKI and 
when 35-74%11 or 96%10 of patients with AKI resulted in death. Further research is needed to 
investigate this possible claim, as the rate of death in patients with AKI may be artificially high 
in Zhou et al10 and Hirsch et al.11 compared to hospitalized patients in the United States as a 
whole. 
 Chu et al. published a study in 2005 that studied SARS patients  clinical data.27 While the 
disease in this study is different, the mechanism by which the SARS virus enters cells compared 
to SARS-CoV-2 is similar.5 Certain correlations may be able to be found from studying SARS 
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patients. In the study of SARS patients, 6.7% of them developed AKI, 91.7% of those patients 
that developed AKI died, while only 8.8% of SARS patients without AKI died.27 This difference 
is very significant and while it may not be able to directly guide clinical practice due to the 
differences in the virus, it can be taken note of that a similar coronavirus had such a devastating 
effect on mortality when there was kidney injury present. Zhou et al. reported that 96% of the 
patients that developed AKI died10 which is a similar value as found with the SARS patients that 
developed AKI, where 91.7% died.27 This may show that SARS and SARS-CoV-2 have similar 
effects on the kidney and developing AKI may be highly predictive for mortality for both 
conditions. While it was uncommon for SARS patients to develop AKI, it was found to be highly 
prognostic for mortality.27 
The previous studies presented have shown that AKI correlates with mortality, Wang and 
Li et al. as discussed previously, did not find AKI or renal abnormalities in a study of 116 
hospitalized SARS-CoV-2 patients. Of the 7 patients that died in the study, none of them had 
AKI and none of the 116 patients studied developed AKI at all. One factor to point out was that 
CKD patients that were not yet routinely using hemodialysis were excluded from the study.18 
T  d  f d  e e d ffe e  a  e other literature cited and further investigation into 
why these hospitalized patients were not susceptible to the correlation with mortality that many 
of the other studies found is necessary to understand how SARS-CoV-2 causes some patients to 
become critically ill and have AKI and some not. 
When this data is synthesized elevated BUN, elevated creatinine, proteinuria, hematuria, 
and presence of AKI are all individually associated with mortality. Risk of mortality increases 
anywhere from 3.07-fold to 5.3-fold when AKI is present. When analyzing the clinical 
characteristics of patients that die from SARS-CoV-2, 23.8%-37.5% of them die with AKI.9,16 A 
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study by Zhou et al. showed that 96% of the patients with AKI died10 and Hirsch et al found that 
35-74% of patients with AKI died.11 When taken together these results seem to show that AKI is 




 To gather the literature to answer the question of the nature of the association between 
AKI and SARS-CoV-2, PubMed database and Google Scholar was searched using terms like 
COVID , COVID-19 , SARS-CoV-2 , and c a . The coronavirus related terms 
were searched in combinations with terms that referred to renal abnormalities such as, AKI , 
ac e d e  , ac e e a  fa e , d e  a d e a . Review articles citations were 
analyzed to find more literature and research that did not readily come up in PubMed searches. 
Preprint and early studies were included in this paper due to the emerging nature of the disease 
and the need for clinicians to understand the clinical manifestations of SARS-CoV-2 so that 




 This literature analysis was performed to assess the question of if SARS-CoV-2 
hospitalized patients are at risk for AKI and does the presence of AKI in SARS-CoV-2 patients 
increase the risk of mortality compared to patients without AKI? The literature analysis assessed 
what populations are most at risk for developing these kidney abnormalities, evaluated how these 
kidney abnormalities and AKI manifest themselves in patients, evaluated if there is any research 
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on the effectiveness of treatments for AKI in SARS-CoV-2 patients, and assessed how AKI 
changes the prognosis of a hospitalized SARS-CoV-2 patient.  
 Multiple studies pointed to a trend that underlying comorbid conditions make patients at 
higher risk for kidney dysfunction. Frequently mentioned comorbidities included: diabetes, 
CKD, hypertension, or cardiovascular disease.6,9-11 The literature also showed that many patients 
with abnormal kidney markers or AKI had no underlying renal abnormalities.6,12 With many 
patients, even those without comorbidities, developing proteinuria, hematuria, and sometimes 
elevated BUN or creatinine, there must be a mechanism that makes patients more susceptible to 
kidney complications aside from underlying chronic disease and advancing age which were 
frequently cited risk factors for AKI.6,9-11 This could be explained by SARS-CoV-2 binding to 
ACE-2 receptors and ACE-2 receptors being present in the kidney.5 Underlying comorbidities, 
however, make those patients at highest risk for developing to critically ill status and being 
susceptible to poor outcomes. 
 The literature, other than one study by Wang and Li et al.18 all found that renal 
abnormalities and AKI are present in a significant number of SARS-CoV-2 hospitalized patients. 
The rate of AKI in ICU patients found in this literature was 25-31%14-16 and the rate reported in 
this literature in all hospitalized patients was 0-36.6%.10,11,17,18 Studies also consistently showed a 
large proportion of patients presenting with hematuria, proteinuria, elevated serum creatinine and 
elevated BUN.6,12 This large range in incidence of AKI in hospitalized patients could be from a 
number of factors including the acuity of the majority of the patients included in the study, the 
underlying comorbidities in those included, what proportion of patients were included that 
ed a d d d  e, e e  a e  ere already on RRT or were excluded due to 
CKD with pre-RRT status. These differences in data sets could be an explanation for this large 
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range of incidences to be present and further investigation is necessary to determine the specific 
AKI incidence in hospitalized populations, though the literature shows that it is likely that 
increased AKI and kidney abnormalities do exist in SARS-CoV-2 patients. As the pandemic 
continues to grow in the United States, this will help hospitals prepare for the potential need to 
distribute and monitor use of CRRT in these patients with AKI. The studies, all but one,18 were 
unambiguous on the presence of AKI in SARS-CoV-2 hospitalized patients, the question that 
remains of exactly how frequently the development of AKI is happening for these hospitalized 
patients.  
 The research was lacking on treatment of AKI specific to SARS-CoV-2 hospitalized 
patients. The literature that was included only had general recommendations on the treatment of 
these patients. Further research is ongoing and indicated to assess if there is a superior method of 
CRRT, either CVVHD or CVVHDF. Currently, there is no evidence to show improved outcomes 
with one over the other.20 Hemoperfusion devices are being studied to assess if the 
implementation of these devices causes better outcomes in SARS-CoV-2 patients with AKI and 
viremia than not using hemoperfusion in conjunction with other therapies.24 The use of ECMO in 
conjunction with CRRT is showing promising results and warrants clinical trials to investigate 
whether outcomes are improved with ECMO in SARS-CoV-2 patients.21,22 These treatments that 
are being investigated for use in conjunction with CRRT, hemoperfusion and ECMO, both can 
try to give the patient more time to heal from critical illness and take energy away from things 
like oxygenation and the immune system fighting off high levels of virus in the blood. In 
addition, strategies with how to deal with cytokine storm in SARS-CoV-2 patients with AKI 
needs further research to see if any deviation from standard of care is warranted. According to 
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the literature found, treatment of AKI in the setting of SARS-CoV-2 hospitalized patients at this 
time follows the same indication and treatment plan as those with sepsis from other infections.20   
 The prognosis of patients with AKI was also clear throughout the literature. The literature 
varied on the extent of the link of AKI with higher mortality and in-hospital death, but all the 
literature that reported AKI in patients showed a correlation with death.6,10-12 Not only was AKI 
shown to be a significant risk factor for in hospital death, but renal abnormalities of hematuria, 
proteinuria, elevated creatinine, and elevated BUN were independent risk factors for in hospital 
death as well.6,12 The published literature is clear that there is a significantly higher risk of 
mortality in patients with AKI than those without.6,12,26 Research must be done to determine if 
this AKI link with mortality is due to correlation with the presence of critical illness or causation 
from the SARS-CoV-2 virus itself.  
This higher risk of mortality and strong link between AKI and death should be 
communicated to clinicians. While there may be no way to prevent kidney abnormalities or AKI 
from developing, starting monitoring of kidney markers and urine output early and frequently is 
vital for patient outcomes. There is not yet research to prove that early intervention of CRRT can 
cause better outcomes in SARS-CoV-2 hospitalized patients, but judicious watchfulness and 
early intervention when kidney function starts to become abnormal may help mitigate the 
increased risk of mortality that patients with AKI and SARS-CoV-2 have.  
 One area of further research that may help clinicians be able to act early to help SARS-
CoV-2 patients that are starting to have kidney complications is the use of FDA approved TIMP-
2 and IGFBP7 kidney damage urine markers to assess for early kidney damage before standard 
kidney markers like urine output and serum creatinine are showing any change.28 Monitoring 
these tubal damage markers could be targeted to patients who are high risk for developing AKI, 
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for example those with underlying comorbidities.6,9-11 This could potentially help catch the 
development of kidney damage earlier and implement interventions earlier. Research is needed 
on this topic to determine if outcomes can be improved, but with the significant link of AKI to in 




 The majority of the literature had a consensus that hospitalized SARS-CoV-2 patients are 
likely to develop kidney abnormalities and AKI. The studies report differing values and the 
range of incidence of AKI is anywhere from 0-36.6%.10,11,17,18 This means that the true value of 
the incidence of AKI could be quite small or quite significant. Nonetheless, for those that 
develop renal abnormalities or AKI, the literature shows that hematuria, proteinuria, elevated 
creatinine, elevated BUN, and presence of AKI are all independent risk factors for in hospital 
death even when confounding variables were accounted for.6,10-12,26 This increased risk for in 
hospital death was reported as significant frequently.  
These findings of the presence of AKI and renal abnormalities and their associated 
increased risk of mortality in hospitalized SARS-CoV-2 patients is a significant finding. Patients 
that clinicians should be monitoring the most closely are those with underlying comorbidities 
such as diabetes, hypertension, cardiovascular disease, advanced age, and severe illness6,9-11 for 
changes in urine output and kidney markers such as serum creatinine. Clinicians should monitor 
the renal status of these patients frequently and perform interventions early as kidney damage 
starts to manifests itself. Future research as to what early kidney damage monitoring methods 
work, which treatment interventions are superior, and what the best timing of early treatment is 
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for these patients is necessary. This is needed because of the high associated risk of mortality in 
patients with the presence of renal abnormalities and AKI and further knowledge on how best to 
care for these patients may help to mitigate the risk of de e  AKI  a  a a e  
outcome to be death.  
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